Sir: We would like to support some points arising from the interesting review article entitled 'Sex hormones in HLA related rheumatic diseases',' and recent correspondence arising from this.2 3 The author suggests that because parental sex hormones may influence the sex of their offspring, and HLA genes exert some sort of control over both sex hormones and rheumatic diseases such as rheumatoid arthritis (RA), one might expect to see unusual sex ratios among the siblings of rheumatoid probands.
We have analysed our data on rheumatoid probands to see if they agree with the observation that probands with RA are more likely to require larger study groups to confirm the possibility that HLA-DR4 is associated with lower testosterone concentrations. Low testosterone concentrations have consistently been associated with RA in male patients,6 and the association between RA and HLA-DR4 is well established.
If both inherited HLA haplotypes and HLA-DR alleles are important in sex hormone profiles, and sex hormones in some way partially explain the predisposition to RA, these observations support the possibility that within the major histocompatibility complexes (MHCs) are not only gene products involved in antigen presentation that increase susceptibility to RA but also linked genes that govern potentially predisposing sex hormone profiles. The MHC contribution to RA may therefore be multifaceted. 
